Rationale: Sporotrichosis is a subacute or chronic infection caused by sporothrix schenckii complex. The misdiagnosis rate of sporotrichosis is very high. Fungal microscopic examination and timely culture help us make an accurate diagnosis and treatment. We observed that combined treatments are more effective than monotherapy in treatment of sporotrichosis.
Introduction
Sporotrichosis, a subacute or chronic infectious disease caused by infection with sporothrix schenckii complex, consists of cutaneous sporotrichosis (fixed cutaneous, lymphocutaneous, and multifocal or disseminated cutaneous sporotrichosis) and outer cutaneous sporotrichosis. [1, 2] The condition even can spread the whole body, causing multiple system damage. Sporothrix schenckii complex exists extensively on the soil, surfaces of wood and plant, and invade the body through skin lesions, such as scratches or bite wounds of plant stem punctures or fungal-carrying animals (mainly felines). Even visceral organs can be involved. [3] There are many drugs for the treatment of sporotrichosis, itraconazole (ITR), amphotericin B, terbinafine (TB), potassium iodine, and so on. ITR is currently the first choice for the treatment of cutaneous Sporidiosis. Olga C. Rojas' research showed that TB had the best antifungal activity in vitro in the treatment of sporofiliosis. [4] This report presents a case of Nasal sporotrichosis in the treatment which ITR combined with TB are more effective than ITR alone. At the same time, basic medical institutions should enhance awareness of fungal infections so as not to delay the best treatment period.
Case report
A 47-year-old female presented pustules and scabs on her nose tip for 1 month, with itching and pain. An isolated "small blister" appeared at the tip of the patient's nose 1 month ago before the visit. After the scratch, the blisters increased, and papules appeared, gradually forming a plaque with pustules and scabs, which forming ulcers ( Fig. 1A) . Basic medical institutions were treated with "penicillin" for 20 days for anti-inflammation (other drugs and doses were unknown), while ineffectively. Instead, the skin lesions progressively thickened, expanded and eroded, irregularly accompanied with itching and pain. In order to clearer diagnosis and better treatment, the patient came to outpatient in the dermatology department. She had no other history except hepatitis B. The dermatological examination revealed that there was an ulcerated plaque on the nasal tip which was 2 cm Â 3 cm and covered with crusta. The ulcer surface presented cobblestone vegetans and was surrounded by a rim of erythema and pustules. (Fig. 1A ). There were no papules and lumps in the face and neck, and no enlarged lymph nodes in the submandibular and neck. Due to clinical suspicion, our diagnosis is a skin bacterial or fungal infection, treatment with ITR 200 m/d was initiated. The results on bacterial culture and sensitivity test of pustule contents and tissue exudates were negative. Similarly, special stains also failed to reveal any acid-fast bacilli, and multiple acid-fast tissue cultures were negative. However, samples from effusion of pustules were screened by KOH microscopic and fluorescent staining (FS) examination. We observed fungi by KOH ( Fig. 2A) and fluorescently labeled hyphae by FS (Fig. 2B) . We harvested the pyogenic fluids at 37°C for fungal culture, after 2w, which grew taupe filamentous colonies of sporothrix-like species (Fig. 3A) . Through the microscope, we observed that the sporothrix was clustered (Fig. 3B ). According to auxiliary examination, we confirmed the previous diagnosis (sporotrichosis, fixed cutaneous) and increased the ITR dosing regimen to 300 m/d, 2w. The patient did not show signs of clinical improvement (Fig. 1B) .
In order to shorten the time of therapy, we considered combining ITR with TB (250 m/d) while the lesion was removed for 1 month (Fig. 1C) . As the patient's HBsAg, HBeAb HBcAb tests were positive, closely monitored liver function while we reduced the ITR dosing regimen to 200 m/d, two months, and the clinical cure was obtained (Fig. 1D ). During the treatment, the patient had been taking Compound Liquorice Tablets to protect liver function. And the patient was free of clinical symptoms of sporotrichosis following the treatment and did not have complications during 8-month follow-up.
Discussion
Lymphocutaneous sporotrichosis is the most common clinical form globally. But in China, the fixed cutaneous form is prevalent, followed by the lymphocutaneous form. [5] It is high degrees of endemicity for sporothrix species, although sporotrichosis is globally distributed. [6] According to the data in existing literature, Brazil, China, and South Africa are the most endemic regions, and incidences of sporotrichosis in rural areas are higher than that in the city. [7] This case needs to be differentiated from some diseases, such as bacterial infected skin diseases, other fungal skin diseases, and non-infectious skin diseases. [8] Fungal culture examination is the gold standard for the diagnostic confirmation of sporotrichosis. [9] As regards the reason for misdiagnosis of this patient may be related to the following factors:
(1) This patient had no history of traumatic injury or foreign body implantation, and the skin lesion was in the nose, [8] often leading to the ignorance of the infection of deep mycosis; (2) Basic medical institutions ignored the regional distribution characteristics of sporotrichosis in urban and rural areas. [10] Many countries strictly follow the dosing regimen of ITR 200 m/d for 3 to 6 months to treat cutaneous sporotrichosis. If the whole treatment was calculated as a percentage, the patient's symptom was relieved by 5% in the first month, but it was surprising that the skin lesion had been relieved by 30% one month after drug combination. For species of Sporothrix, some clinical isolates are considered possibly resistant to ITR, [11] therefore, when the effect of ITR alone on the treatment of cutaneous sporomycosis is poor, it is suggested that ITR and TB should be used together. This is in agreement with the results of Olga C. Rojas' research. [4] Considering that drugs may impair liver function, we strictly test liver function and protect it with drugs. During the entire treatment period, the patient's liver enzymes have never been abnormal. This result suggests that liver function drugs are protective, and it is also suggested that ITR and TB are safe for the treatment of patients with chronic hepatitis B.
To explore the curative effect of combination therapy with ITR and TB on cutaneous sporotrichosis is intriguing, and the dosage standards for both drugs also need further study. This case report is not a controlled clinical trial, so more cases and practice support are needed.
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